GARDERE 

attorneys and counselors * www.gard&exom 


Fax 


DATE: May 11, 2007 


TO 


COMPANY 


Jilt Warden 


USPTO 


PHONE NO. 


571-272*1267 


FAX NO. 
571-273-1267 


FROM 

DIRECT LINE 
DIRECT FAX 
CLIENT/MATTER NO. 
TOTAL PAGES (Including cover) 


Montaue Vander Moten 

214-99W330 
214-999-3330 
H 9929-1 031 
3 


If you have any problems with this transmission, ptfease call 

Is this for Service of Documents? Mo 
Please indicate local timo deodHno: 

Contimiatio* Requested: No 


Re: U.S. Patent Application No.: 09/846727 


Deaf Supervising Examiner Warden! 

Per yourinstructions delivered by voicemail on May 10, 2007, provided by facsimile ate two 
substitute sheets for pages 22 and 23 of the specification with a new copy of Table 1 and 
corrections of two typographical errors in paragraph [0038]. Kindly confirm receipt. 


Monique 


U CERTIFICATE OF FACSIMILE TRANSMISSION 

(37 CFR 1 6d) 


I hereby cerbry Out *» pipe. "«h »V J»t>« * » ^ *«" hcd W p^tl^AlrLdn.. VA 

FACSIMILE tax**** or. the da* t ho»n bcio» to Mail Stop /Vrncndm^t. Commoner for Patent*. P O B™ 1*50. Ahrcandt™. VA 
22313-U50. W„hm8K>a D.C 20231 at 571-273-1267 Dited: M«Y 1 V2j)C0- « /jV 

ffyDednM&f person fwmgpapcrt USign»wre of Uefson febng p«pcrl 


chert pri«»ege of «*y other pri^ge 

tMta not oft*""*. * »ch r*^ W*<*^»*W~*^*V^~ u *'" m,t ** 

reflect an in t^atio r to make » agrocimatt by ekxUouie meatto. 


DALLAS 1788462vl 

Austin • D»11*S • Houston • Mexico CUy ■ w™hingto«. t»C 
998-d £0/10 d SIM 921V666MZ+ 3^V9-^d 6MSI 20-11-90 


OC-|.o:(ss-ujuj) NOIlVUna « 9Zl^666tlZ+:aiS3 « Z9ZI*CZZ:SINa « Ut-^IXd3-01dSn:UAS « [suiii m6i|Xea UJ3)se3] |»d C£:£t:t Z00Z/I- IV QAOll » G/Z 30Vd 

11M29-1031/U.S. Patent Appl . No. 09/846727 SUBSTITUTE SHEET 

each resonance is proportional to 2 H- enrichment at that position, 
so the spectrum provides a simple and direct readout of 2 H 
enrichment ratios. 

t00381 It is important to point out that the 2 H NMR measurement 
is not influenced by the presence of tracer levels of 13 C in the 
glucose (or monoacetone glucose) molecule. Table 1 summarizes 
the relative contributions of glycogen, glycerol and PEP to 
glucose production as measured by deuterium NMR of monoacetone 
glucose derived from blood glucose. Fluxes through key pathways 
involving the TCA cycle were measured relative to flux through 
citrate synthase by analysis of carbon- 13 NMR spectra from 
urinary acetominiphen glucuronide or urinary 

phenylacetylglutamine. The equation (eqn) used to oaoul^fae 
calculate a given value is inoicatcd indicated. 
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TCA cyolo and gl xxaonoogcni o flux — mcaaurcmcnto from (tf- 

propionato incorporation into hcxoaa and VfiGi* 

t0039] Relative anaplerotie. pyruvate recycling, and 

gluconeogenic fluxes can be obtained by a 13 C isotopomer analysis 
of plasma glucose, urinary glucuronide , or the glutamine 
fragment in urinary PAGN. The equations that describe these 
relationships are given by eqns. 4-9. 

t0040l Figure 5 illustrates typical multiplets observed in the 
"C NMR spectrum of plasma glucose C2(5 and urinary glucuronate 
C5& of the same individual. The multiplet pattern arises from 
metabolism of tU- 13 C 3 ] propionate at the level of the liver TCA 
cycle and is not affected by the presence of or metabolism of 
tl,6- 13 C 2 ] glucose. The difference in signal -to- noise in these 
two spectra is largely due to the amount of urinary glucuronate 
in -100- ISO mL of urine compared to the amount of glucose in lo 
mL of blood. Given that the multiplets in blood glucose C2P and 
urinary glucuronate C50 report identical flux values and the 
large differences in signal-to-noise of the spectra shown, 
relative flux values as reported by the glucuronate 
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